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FIGURE 4 



There are over 300 
commercially available 
sulfonyt chlorides with 
varying B groups. 



= linker of varied 
constitution and 
length 



1. Sulfonate ester formation 

2. Oxidative cleavage 
of alkene 

31 Coupling of resultant 
carboxyllc acid with 
various biotinylated 
conjugates 



R = pyridyl, substituted pyridyl, aryl, 
GUbstituted aryl, hetaroaromatic, 
or various alkyl moieties 

vw- = linker of varied constitution 
and length 



©■ 



biotin 



Scheme 1 . A pathway for syntheses of various biotinylated sulfonate esters for use in activity-based proteomics studies. 



1 ,4-addItion of a carbon 
nucleophile or a thiotate 
Ion or a thlyl radical to the 
convex face of enal t 



I 



Availabfe-Jn three steps from 
1-dtethyjgmtno-1 ,3-butadiene 
end acrolein by the method of 
Sorensen., E.J. ef at (see Angew. Chem. 
lot Ed. 1999. 33, 971-974). 



CHO 



^-v^NHOH'HCt 

{commercially available) 
NaHC0 3 (5 equiv.) * 



R = alkyl. aryl, substituted aryl, 
heteroaromatlc, thioalkyl, 
or thioaryt moieties. 



1. AcCI,Et 3 N, Et 2 0. 
0 °C rt 

2. AcOH, NaOAc, rt 



(^^NyO CH '° H 



Acylation of hydroxy! 

eroup of V wtth various 
fotinylated conjugates 



6: 

'or. 



1.LiAlH 4 .Et 2 0 
2. 2 N HCI 



vw = linker of varied constitution 
and length 

(b) =blo«n 

R = alkyl, aryl, substituted aryl. 
heteroaromatlc. thioalkyl, 
or thtoaryl moieties. 



Scheme 2. A strategy for convergent, stereocontrotled syntheses of conformational^ well-defined spiroepoxides of type VI. 
Literature precedent for I || -♦ III -> iv -» V can be found In Sorensen. E.J. ef at. Angew. Chem. InL Ed. 1999. 38. 971-974. 
Compounds of type VI are analogs of the metatloprotease (MetAp-2) inhibitor fumagflUn and win be employed as covalent 
affinity agents In activity-based proteomics studies. 
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FIGURE 7 
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FIGURE 9 



12 



RSO3CI 



pyridine, 0°C 



o N o 



13 



RuCl 3 «H 2 0 
NalO + 

CH3CN-CCI4-H2O 



1. DAST 

2. NHS 



3. H 2 N-Biotin 





FIGURE 10 
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Competitor # - - 15 17 16 
[Competitor OM)] 0 0 5 5 5 
A + 
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FIGURE 23 




B 



FP-peg-biotin + 
Preheated + 




acytpeptide hydrolase. 82 kDa 
ptoiyloligopeptidase, 80 kDa 
carboxy [esterase 1, 80 kDa 
carboxylesteiasc 10, 60 kDa 
. long chain acyl CoA hydro lase, 48 kDa 
^unknown hydrolase. 45 kDa - 



i PAF aotcylhydrolase. al suburdt, 32 kDa 
PAF acctylhydrolase, al subunk, 30 kDa 



